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SHORT REPORT
Warfarin Induced Skin Necrosis: Presentation of Two Cases
M. Kurtoglu, K. Taviloglu, R. Gu¨loglu, U. Barbaros, A. Necefli and H. Yanar
Istanbul University, Istanbul Medical School Department of General Surgery, Capa, Istanbul, Turkey
Skin necrosis is an uncommon complication of warfarin therapy. Painful skin lesions are initially erythematous
and hemorrhagic; they become bullous and eventually proceed to gangrenous necrosis. We present two cases
with skin necrosis due to warfarin use. The first patient was a 72-year-old man who was admitted with
abdominal pain and dyspnoea. He was on warfarin for atrial fibrillation, as well as other cardiac and
respiratory drugs for congestive heart failure and atrial fibrillation. He had purpural rashes on his lower
limbs. Warfarin treatment was ceased because of skin necrosis formation and he died from cardiogenic shock
in the intensive care unit. The second patient was a 66-year-old female with recurrent bilateral lower extremity
swelling. She had been using warfarin 10 mg/day for 15 days for the treatment of deep vein thrombosis. She
had necrotic and bullous lesions on her left lower limb. Treatment of the lesion was wet to dry dressings
soaked with zinc for 10 days and warfarin treatment was replaced with low molecular weight heparine 2 mg/
kg/day. Because of the deep vein thrombosis, a vena cava filter was placed by invasive radiologists for
pulmonary embolism prophylaxis. She was discharged without any complications.
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Introduction On physical examination, vital signs were normal.
Abdominal palpation was painful. There was a 5 cm
Warfarin induced skin necrosis was first described in pulsatile mass in the left lower quadrant of the ab-
1952 by Verhagen. This rare but dramatic complication domen. There were purpural rashes on both lower
of warfarin therapy is reported to appear usually limbs. The WBC was 10 500, Hct was 35%. The PTT
between the 3rd and 6th and almost always between was 78.4, prothrombin time was 25.7, INR was 2.2 and
the 1st and 10th days of treatment.1 This lesion may the platelet count was 180 000. Radiological ex-
mimic the clinical findings of fulminant purpura, amination revealed cardiomegaly on the chest X-ray
breast cancer, necrotizing fasciitis, microembolization and CT revealed a 6 cm diameter abdominal aortic
and decubitus ulcers.2 The main histopathological aneurysm which extended from below the renal ar-
finding is paradoxical thrombosis of skin vessels. teries to the bifurcation. Ten years previously he had
had an anterior myocardial infarction and seven years
previously he had undergone coronary artery by-pass
surgery. He was taking warfarin 10 mg/day, digoxin,Case I
frusemide, nifedipine and theophyline for his con-
gestive heart failure, atrial fibrillation and chronicA 72-year-old man was admitted to our surgical emer-
obstructive pulmonary disease. He had been admittedgency service with abdominal pain and dyspnoea.
to the intensive care unit with the diagnosis of ab-
dominal aortic aneurysm, cardiogenic shock and res-
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treated with zinc soaked wet dressings when the of thrombin at the beginning of warfarin treatment
without the neutralizing effects of antithrombin III, apatient died.
transient hypercoagulable state in patients with anti-
thrombin III deficiency may cause thrombosis of the
dermal vasculture.9
Case II A similar clinical syndrome has been reported less
frequently with heparin therapy. Heparin induced
A 66-year-old female was admitted via our emergency thrombocytopenia (HIT) may affect 1–3% of patients
service with bilateral leg swelling. She had been using who receive unfractionated heparin. Since many
warfarin 10 mg/day for fifteen days for the treatment patients who have warfarin induced skin necrosis,
of deep vein thrombosis. During the warfarin treat- have been treated initially with heparin, it would
ment, necrotic and bullous lesions appeared on her left be prudent to consider HIT in these situations as a
lower limb. In her medical history, she had undergone differential diagnosis.4
surgery for bladder cancer. On physical examination Once the signs of irreversible skin injury appear,
bilateral lower extremity swelling was seen and there there is no satisfactory evidence that the various treat-
were necrotic and bullous lesions on her left lower ment modalities affect the eventual outcome.10 In order
extremity. Duplex ultrasonography revealed bilateral to sustain levels of protein C during the critical initi-
deep vein thrombosis extending from the popliteal ation of warfarin, the starting dose in these situations
vein to the external iliac vein. The WBC was 12 000, should be very low and should be gradually increased
hct 25%, prothrombin time 19, partial thromboplastin by 1–2 mg a day until the therapeutic INR has been
time 44, INR 1.62 and the platelet count was 150 000. achieved over a period of 10 days.11–13 Prostacyclin,
Warfarin treatment was stopped and subcutaneous which is an arachidonic acid metobolite produced by
low molecular heparin at a dose of 2 mg/day was endothelial cells, has been used in the treatment of
substituted. For pulmonary embolism prophylaxis, a warfarin induced skin necrosis resulting in clinical
permanent vena-caval filter was placed by invasive and histopathological improvement.14
radiologists. During her hospital stay, wet to dry zinc Despite the best medical therapy, 50% of patients
soaked dressings were applied to the necrotic regions. wil eventually require surgical intervention and plastic
10 days later, the patient was discharged without any surgeons are frequently consulted.15 Some patients
complications. need extensive surgical debridement of the lesions or
even amputation.16,17
Our wound care regimen starts with wet to dry
dresings soaked with silver sulfadiazine. Later on wet
Discussion saline dressings with zinc creams are applied to the
wound. Treatment is carried on with aluminium hy-
Warfarin induced skin necrosis is a painful condition doxide ointments. Zinc saline dressings may be neces-
that begins with erythematous lesions and can end sary for 1–3 weeks until complete wound healing
with gangrenous skin necrosis. This complication is occurs. In cases of infected wounds, aggressive surgical
reported mostly in fat women older than 50 years of debridement is mandatory.6
age. They have usually been treated for thrombo- In our two cases, after the diagnosis of warfarin
phlebitis or pulmonary embolism. Skin lesions tend induced skin necrosis, treatment with warfarin was
to be seen in regions that have larger amounts of stopped and different anticoagulation methods were
subcutaneous fat tissue such as breast, thigh and but- used. In both the patients, lesions were treated with
tocks.5,6 zinc soaked dressings.
Protein C deficiency has been associated with war- Anticoagulation with heparin during initial ad-
farin skin necrosis. Because of the short half-life (6–7 h) ministration of warfarin is recommended to avoid skin
of protein C, the administration of warfarin rapidly necrosis. Avoidance of loading doses of warfarin may
results in decreased levels of protein C in all patients. also decrease the risk of this unpleasant complication.7
A reduction in the concentration of protein C before
reductions in levels of factors II, IX and X can con-
tribute to cutaneous microvascular thrombosis, espe-
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